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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on March 4, 2010 has been entered. 

Amendment Entry 

2. The amendment filed March 4, 2010 has been entered. Claims 1, 4-5, 7-9, 11-16, and 18- 
30 are pending. Claims 1, 13, 18-22, and 30 has been amended. Claims 18-28 are withdrawn as 
being drawn to non-elected inventions. Claims 1, 4-5, 7-9, 11-16 and 29-30 are currently under 
examination. 

Information Disclosure Statement 

3. The information disclosure statement filed on 9/13/2010 has been considered. An 
initialed copy is enclosed. 

Withdrawal of Rejection 

4. The rejection of claims 1, 4-5, 7-9, 1 1-16, and 29-30 are rejected under 35 U.S.C. 103(a) 
as being unpatentable over Costantino WO 2003/007985 Date January 30, 2003 in view of Porro 
et al US 20060165730 (US Filing Date May 7, 2003), and Michon et al WO 2000/10599 Date 
March 2, 2000, and Michon et al WO 2000/10599 Date March 2, 2000 has been withdrawn in 
light of applicant's amendment thereto. It should be noted that said amendment introduces new 
matter limitations. Therefore, the rejection maybe reinstated depending on the resolution of the 
new matter issue set forth below. 

Response to Arguments 

5. Applicant's arguments with respect to claims 1, 4-5, 7-9, 11-16 and 29-30 have been 
considered but are moot in view of the ground(s) of rejection. 
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New Grounds of Rejection 
35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

6. Claims 1, 4-5, 7-9, 11-16, and 29-30 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject matter, 
which was not described in the specification in such a way as to reasonably convey to one skilled 
in the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new matter rejection. 

As to independent claim 1 and 30, and dependent claims 4-5, 7-9, 11-16, and 29, said 
claims specifically reciting the limitation "wherein the group Y meningococcal polysaccharide 
fragment is completely N-acetylated and wherein the carrier protein is covalently coupled to the 
group Y meningococcal polysaccharide fragment at the de-O-acetylation sites" and specifically 
reciting the limitation "wherein said polysaccharide is selected from the group consisting of an 
O-acetyl negative group Y and a fragment of an O-acetyl positive group Y meningococcal 
polysaccharide, wherein the fragment of an O-acetyl positive group Y meningococcal is 
completely N-acetylated, wherein the carrier protein is covalently coupled to the polysaccharide 
at the de-O-acetylation sites". The limitation is not provided for in the specification as originally 
filed. Applicant filed a statement in the Applicants Arguments/Remarks on 3/4/2010 stating 
support for the amendment that can be found in paragraphs [0666-0668] of the specification as 
filed. Applicant has not provided support in the specification specifically for the recitations 
aforementioned above. Even though the specification discloses partial deacetylation, there is no 
support provided in the written description of the specification stating specifically the limitation 
"wherein the group Y meningococcal polysaccharide fragment is completely N-acetylated and 
wherein the carrier protein is covalently coupled to the group Y meningococcal polysaccharide 
fragment at the de-O-acetylation sites" and specifically reciting the limitation "wherein said 
polysaccharide is selected from the group consisting of an O-acetyl negative group Y and a 
fragment of an O-acetyl positive group Y meningococcal polysaccharide, wherein the fragment 
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of an O-acetyl positive group Y meningococcal is completely N-acetylated, wherein the carrier 
protein is covalently coupled to the polysaccharide at the de-O-acetylation sites" as directed to 
the claims . Therefore, it is apparent, that Applicants were not in possession of the claimed 
liposome at the time of filing. Applicants pointing to the specification by page and line number 
where specific written description for said recitation set forth supra may resolve this issue. This 
is a new matter rejection. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

7. Claims 1, 4-5, 7-9, 1 1-16, and 29-30 are rejected under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

a) As to independent claims 1,11, and 30 and dependent claims 4, 5, 7-9, 11-16, and 29 
reciting the limitation "less than about" is relative which renders the claim indefinite. The 
recitation "less than about" is not defined by the claim, the specification does not provide a 
standard for ascertaining the requisite degree, and one of ordinary skill in the art would not be 
reasonably apprised of the scope of the invention. 

b) As to dependent claim 29, the claims do not recite an article such as "the." The claims 
therefore encompass any immunogenic conjugate, but then attempt to limit the immunogenic 
conjugate of independent claim 1 . Amendment of the claims to add the word "The" would 
obviate this issue. 

35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness rejections set forth in this 
Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill 
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in the arl to which said subject matter pertains. Patentability shall not be negatived by the maimer in which the 
invention was made. 

This application currently names joint inventors. In considering patentability of the claims under 35 U.S.C. 103(a), the 
examiner presumes that the subject matter of the \ arious claims was commonly owned at the time any inventions covered therein 
were made absent am evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out the 
inventor and invention dates of each claim that was not commonly owned at the time a later invention was made in order for the 
examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 
U.S.C. 103(a). 

8. Claims 1, 4-5, 7-9, 11-16, and 29-30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over (Costantino WO 2003/007985 Date January 30, 2003) in view of (Porro et al 
US Application No. 20060165730 (US Filing Date May 7, 2003)), and (Michon et al US 
Application 20040213804A1 US Filing Date January 20, 2004 (parent continuation-of 0937691 1 
Date August 18, 1998. 

The instant claims are drawn to an immunogenic conjugate comprising a carrier protein, 
and a group Y meningococcal polysaccharide fragment obtained from an O-acetyl positive group 
Y meningococcal polysaccharide, wherein the group Y meningococcal polysaccharide fragment 
has a molecular weight less than about 150 kDa and has been O-deacetylated by at least 80%, 
and is completely N-acetylated; wherein the carrier protein is covalently coupled to the group Y 
meningococcal polysaccharide fragment at the de-O-acetylation sites; and wherein the 
immunogenic conjugate is suitable for use as a vaccine against N. meningitidis infection (claim 
1), wherein the group Y meningococcal polysaccharide fragment has a molecular weight from 
about 2.5 kDa to about 100 kDa (claim 4), wherein the group Y meningococcal polysaccharide 
fragment has a molecular weight from about 10 kDa to about 20 kDa (claim 5), wherein the 
carrier protein is a bacterial toxin or toxoid (claim 7), wherein the bacteria toxin or toxoid is 
selected from the group consisting of diphtheria, tetanus, pseudomonas, staphylococcus, 
streptococcus, pertussis and Escherichia coli toxin or toxoid (claim 8), wherein the bacterial 
toxin or toxoid is tetanus toxin or toxoid (claim 9); a vaccine comprising the immunogenic 
conjugate (claim 11), wherein the bacterial toxin or toxoid is selected from the group consisting 
of diphtheria, tetanus, pseudomonas, staphylococcus, streptococcus, meningococcal porin B, 
pertussis and Escherichia coli toxin or toxoid (claim 12), wherein the bacterial toxin or toxoid is 
tetanus toxin or toxoid (claim 13), further comprising an adjuvant (claim 14), wherein the 
adjuvant is aluminum hydroxide (claim 15), wherein the vaccine is adapted for administration by 
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injection (claim 16), wherein the group Y meningococcal polysaccharide fragment is 100% O- 
deacetylated (claim 29); an immunogenic conjugate comprising a carrier protein, and a 
polysaccharide, wherein said polysaccharide is selected from the group consisting of an O-acetyl 
negative group Y and a fragment of an O-acetyl positive group Y meningococcal polysaccharide, 
wherein the fragment of an O-acetyl positive group Y meningococcal polysaccharide has a 
molecular weight in the range of about 5 to about 150 kDa, has been O-deacetylated by at least 
80%, and is completely N-acetylated, wherein the carrier protein is covalently coupled to the 
polysaccharide at the de-O-acetylation sites; and wherein the immunogenic conjugate is suitable 
for use as a vaccine against N. meningitidis infection (claim 30). 

Costantino teach vaccine and immunogenic compositions comprising capsular 
saccharides from serogroups Y of N. meningitidis, wherein said capsular saccharides are 
conjugated to carrier protein (s) and/or are oligosaccharides. Constantino et al teach the material 
obtained (fragment) can be conjugated to a carrier protein and formulated as a vaccine (see 
abstract, claims). Constantino teach MenY 242975 (OAc-) and 240539 (OAc+)[ i.e. O-acetyl 
positive/negative group Y] (see pg. 19 lines 10-15) ultrafiltered to produce a molecular weight of 
30kDa (see pg. 14 lines 1-10 and pg. 15 b and c) which necessarily teach a polysaccharide 
fragment that has a molecular weight less than about 150 kDa. Constantino et al teach carrier 
proteins that are bacterial toxins or toxoids, such as diphtheria or tetanus toxoids (see pg. 4 lines 
15-20). Constantino et al teach a vaccine may include an adjuvant to enhance effectiveness of the 
composition which include, aluminum salts (alum), such as aluminum hydroxides (see claims 
61-63). 

Thus the immunogenic conjugate of Constantino necessarily teach a group Y 
meningococcal polysaccharide fragment obtained from and O-acetyl positive group Y 
meningococcal polysaccharide, wherein said polysaccharide of an O-acetyl negative group Y or 
a fragment of an O-acetyl positive group Y meningococcal polysaccharide, wherein the group Y 
meningococcal polysaccharide of an O-acetyl positive group fragment has a molecular weight 
less than about 150 kDa and has been O-deacetylated by at least 80%, wherein the carrier protein 
is covalently coupled to the group Y meningococcal polysaccharide fragment, is completely N- 
acetylated, wherein the immunogenic conjugate is suitable for use as a vaccine against N. 
meningitidis infection, wherein the group Y meningococcal polysaccharide fragment has a 
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molecular weight from about 2.5 kDa to about 100 kDa, wherein the group Y meningococcal 
polysaccharide fragment has a molecular weight from about 10 kDa to about 20 kDa. 

Constantino does not teach an immunogenic conjugate, and wherein the group Y 
meningococcal polysaccharide fragments has been O-deacetylated by at least 80%, wherein 
group Y meningococcal polysaccharide fragment is completely N-acetylated, wherein the carrier 
protein is covalently coupled to the group Y meningococcal polysaccharide fragment at the de- 
O-acetylation sites. 

Porro et al teach that "Ps structure are conveniently represented by the O-acetyl free 
oxidryl residues" and that "de-O-acetylation can be selectively and quantitatively achieved 
therefore Porro et al anticipate the degree of de-O-acetylation is greater than 80%, for use as a 
vaccine against N. meningitidis infection (see paragraphs [0025] and [0027]). Porro et al teach an 
immunogenic conjugate comprising group Y meningococcal polysaccharide covalently coupled 
to polymeric carrier, including O-deacetylated O-acetyl-positive group Y meningococcal 
polysaccharide or a fragment thereof, wherein the degree of de-O-acetylation, characterized in 
the degree of de-O-acetylation is 100% (see abstract, claims, see paragraphs [0025] and [0027], 
steps 1-4). Porro et al teach a conjugate product comprising a de-O-acetylated meningococcal Y 
polysaccharide conjugated to a carrier protein, wherein the carrier protein is a bacterial toxin or 
toxoid, wherein the bacteria toxin or toxoid is tetanus (see paragraph [0043]), wherein the 
modified meningococcal Y polysaccharide is as defined in claim 2. Porro et al teach a vaccine, 
wherein the bacterial toxin or toxoid is tetanus, which comprises an adjuvant, wherein the 
adjuvant is aluminum hydroxide (see paragraphs [0061]-[0062], which is adapted for 
administration by injection, wherein the conjugated material comprises a polysaccharide as 
defined in claim 2 (see abstract, claims). 

Michon et al teach an immunogenic polysaccharide-protein conjugate directly coupled to 
a protein through beta. -position sites of one or more propionate moieties of the N-propionated 
polysaccharide or N-propionated oligosaccharide; wherein the N-propionated polysaccharide is 
directly coupled to the protein elicits protective antibodies reactive with the N-propionated 
polysaccharide, wherein the N-propionated polysaccharide comprises de-N-acetylation of a 
polysaccharide by base or enzymatic hydrolysis followed by N-deacetylated polysaccharide. 
Michon et al teach a base for effective hydrolysis of all or a part of the N-acyl groups in the 
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polysaccharide such as Neisseria meningitides group type Y polysaccharide (see paragraph 
[0052]). Michon et al teach a wide variety of conditions can be used for hydrolysis of the 
polysaccharide in either aqueous or organic solvent according to the invention by methods 
known in the art. In one embodiment, at least about 50% of the N-acetyl groups are removed by 
hydrolysis, preferably about 50% to about 100% are removed, more preferably about 95% or 
more of the native N-acetyl groups are removed and the N-acetyl groups are hydrolyzed from the 
polysaccharide by treatment with a hydrolysis reagent (see paragraph [0030]). 

It would have been prima facie obvious at the time the invention was made to modify a 
group Y meningococcal polysaccharide fragments obtained from an O-acetyl positive group Y 
meningococcal polysaccharide conjugate as taught by Constantino and further undergo 
deacetylation in polysaccharide fragments by at least 80% in order to covalently couple said 
polysaccharide fragments at de-O-acctylation sites to a carrier protein as taught by Porro et al. In 
order to take advantage of activating "selected regions" that are O-acetyl free which leads to 
reactive amino groups in the selected regions of the Ps structure allowing direct conjugation (see 
paragraph [0025]) of a given protein carrier, wherein the activation does not limit the yield of 
reactions which form direct conjugation and does not penalize the sterical hindrance of two large 
molecules (i.e. Ps and the Protein) that must interact (see paragraphs [0024]-[0025]). 

It would have been prima facie obvious at the time the invention was made to modify a 
group Y meningococcal polysaccharide fragments obtained from an O-acetyl positive group Y 
meningococcal polysaccharide conjugate as taught by Constantino wherein group Y 
meningococcal polysaccharide fragments undergoes complete N-acetylation and is conjugated to 
a carrier protein as taught by Michon et al in order to take advantage of linking conjugate 
molecules (i.e. Ps and carrier Protein) through one or more sites on the polysaccharide (see 
[0051]) and not altering the charged functional group which often interacts with/or forms part of 
the epitope that is crucial for immunity (see paragraphs [0052]-[0056]) in a polysaccharide 
conjugate. 

As to claims 1 and 16, to the limitation "use as a vaccine against N. meningitidis 
infection", "wherein the vaccine is adapted for administration by injection", said recitations are 
considered an intended use and thus is given no patentable weight on the conjugate. Therefore 
the claims are drawn to a conjugate. 
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One would have reasonable expectation of success because O-acetyl positive group Y 
meningococcal polysaccharide from Neisseria meningitides group type Y polysaccharide to 
produce an immunogenic conjugate is well known in the art. 

Conclusion 

9. No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nina A. Archie whose telephone number is 571-272-9938. The 
examiner can normally be reached on Monday-Friday 8:30-5 :00p.m. If attempts to reach the 
examiner by telephone are unsuccessful, the examiner supervisor, Larry Helms can be reached 
on 571-272-0832. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Nina A Archie 
Examiner 
GAU 1645 
REM 3B31 



/Robert A. Zeman/ 

for Nina Archie, Examiner of Art Unit 1 645 



